Does the addition of a second daily session of hyperbaric oxygen therapy to intratympanic steroid influence the outcomes of sudden hearing loss?
Introduction
idiopathic sudden sensorineural hearing loss (iSSnhl) is defined by the uS national institute for deafness and Communication disorders as a decline in hearing over 3 days or less, affecting three or more contiguous audiometric frequencies by 30 dB or more, with no identifiable aetiology 1 . The treatment of patients with iSSnhl varies at different otological centres, but corticosteroids are considered the gold standard therapy 2 . in the literature a number of different regimens have been proposed as therapy for iSSnhl including vasodilators, anticoagulants, antioxidants, plasma expanders, antiviral agents, h.e.l.P. apheresis, carbogen and corticosteroids [3] [4] [5] . hyperbaric oxygen therapy (hBoT) is also used in iSSnhl to increase the partial oxygen pressure and to improve the blood profile and microcirculation. Solubility of gases in liquids depends on pressure, and during hBoT, due to the increased external pressure, a much larger amount of oxygen enters the blood from the alveoli. Blood with a higher concentration of oxygen crossing from the thin alveolar walls is transported through the bloodstream to all parts of the body. The more dissolved oxygen is in the blood, the better it gets into the organs and tissues 6 7 . in 2002 Aslan et al. demonstrated the efficacy of one daily hBoT session in addition to conventional treatment modalities for iSSnhl 8 . in 2012, the efficacy of one daily session of hBoT was demonstrated in association with short duration intratympanic steroid therapy (iTS) in patients affected by severe and profound iSSnhl known to be less responsive to systemic steroid treatment 9 . it is also known that an increase in hyperbaric sessions per day significantly improves soft tissue and bone recovery, wound healing, infection control, ulcers and compromised flap recovery 10 11 . in 2011, Thom et al. demonstrated that hBoT can mobilize bone marrow stem cells by stimulating nitric oxide synthase. it was found that nitric oxide synthase activity is acutely increased in platelets following hBoT that remained elevated for at least 20 hours. hBoT stimulates vasculogenic stem cell mobilization from bone marrow of diabetics, and more cells are recruited to skin wounds 12 . The aim of this study is to investigate whether, in addition to iTS, a higher number of hBoT sessions per day (twice a day for 5 days) is more useful than one session per day for 10 days in patients affected by severe and profound iSSnhl.
Materials and methods
A total of 55 patients affected by unilateral severe and profound iSSnhl who were examined by the enT emergency room staff of the department of Sensory organs of Sapienza università di roma from January 2012 to december 2013 were enrolled in this randomised pilot study. Severe iSSnhl is defined by a pure-tone average (PTA) between 70 and 90 dB and profound iSSnhl by a PTA > 90 dB. All patients met the following inclusion criteria: age between 19 and 85 years, time elapsed between the onset of iSSnhl and beginning of therapy not exceeding 15 days, no previous therapy for iSSnhl, no surgery affecting the ipsilateral ear and no retrocochlear disease, no acoustic trauma and no autoimmune or fluctuating hearing loss. The exclusion criteria were: chronic bronco-pulmonary obstructive syndrome, emphysema, sinusitis, seizure syndrome, pregnancy and claustrophobia in a hyperbaric environment. informed written consent was obtained from each patient.
Treatment strategies
Two protocols were adopted. The first (hBoT1) consisted of 27 patients (13 with profound and 14 with severe sudden hearing loss) who underwent one session of hBoT per day for 10 days in a multi-place hyperbaric chamber, 6 days a week. A hBoT session comprised a period of 14 min compression in air followed by a treatment period at 2.4 atm absolute (ATA) for 90 min and then a decompression period of 15 min in oxygen. Patients breathed 100% oxygen through an appropriate mask checked for leaks. Patients were given 0.4 ml of 62.5 mg/ml of intratympanic prednisolone (deltacortene Sol ® Bruno Farmaceutici, rome, italy) before the hBoT session during the first three days of the protocol. The iT injection technique has been reported 13 . The second protocol (hBoT2) consisted of 28 patients (10 with profound and 18 with severe sudden hearing loss) who received 10 sessions of hBoT, twice a day for five days, 2.4 ATA 90 min 100% oxygen in a multi-place hyperbaric chamber. intratympanic injections of prednisolone were given between the two sessions of hBoT during the first three days of the protocol. within each protocol, patients were homogenous according to age, sex and PTA.
Standard assessment
The standard assessment includes audiometric testing PTA and impedance audiometry, vestibular tests, routine serological test, coagulation, high resolution CT of temporal bone and mri of the brain (specifically of the cerebellopontine angle with gadolinium).
Audiological evaluation and hearing improvement
All patients underwent evaluation of PTA immediately before the beginning of the treatment and one day after the last session of hBoT (11 days after hBoT1 treatment and 6 days after hBoT2). The results were compared. PTA was calculated as the mean of thresholds at the six frequencies (250, 500, 1000, 2000, 4000 and 8000 hz).
Thresholds that could not be measured due to the limit of the audiometric equipment were "dummy coded" with the highest test level of audiometric equipment, as suggested in a recent study 14 15 . in these cases they were set at 130 dB. Criteria adopted for evaluating audiological improvement were based on those used by Furuhashi et al. 16 who classified the outcomes as complete recovery, marked improvement, partial improvement, or non-recovery. Successful treatment is defined as complete recovery or marked improvement in PTA at six frequencies (250, 500, 1000, 2000, 4000 and 8000 hz) ( Table i) . 
Statistical analysis
Statistical analysis on PTA values was performed using AnovA two-way repeated measurements. Bonferroni post-hoc test was performed for the analysis of statistically significant interactions. unpaired t-test was performed in the comparison between the two groups in the pre-treatment phase. Fisher's exact test was performed in the comparison of treatment outcomes between and within groups (hBoT1 and hBoT2 severe and profound hearing loss).
Results

PTA
The frequency averages of patients treated with the two protocols, before and after the therapy, is shown in Figure 1 . Any statistically significant difference of PTA values was observed comparing the pre-treatment phase between the two groups hBoT1 and hBoT2 (p = 0.17). in all patients the comparison of PTA before and after treatment showed a statistically significant reduction (p < 0.0001). The average PTA decreased for hBoT1 from 92.04 ± 18.6 to 62.65 ± 29.14, and for hBoT2 from 85.53 ± 16.3 to 56.07 ± 29.19 with a statistical significance of p < 0.001 for each protocol (Fig. 2) . Comparing the results within the severe and profound hearing loss group a statistically significant reduction of PTA was observed, while no significant difference regarding the two protocols was seen (p = 0.27) (Fig. 3) . 
Clinical evaluation of hearing outcomes
According to the audiological criteria of Furuhashi, there was no significant difference between the two protocols (p = 0.58) (Table ii) . no significant differences were observed in the audiometric division in severe or profound hearing loss (severe p = 0.7; profound p = 1) and between the two experimental groups (hBoT1 p = 0.25; hBoT2 p = 0.21) (Fig. 4) .
Discussion
in the last few years, iTS injection has been considered a good treatment for iSSnhl as it permits the greatest possible intra-cochlear concentration of cortisone, without the risk of adverse systemic effects, although the exact mechanism in still unclear. in the literature, iTS injection is favoured not also as a first line therapy, but also as salvage therapy 17 .
The logical basis for the use of hBoT in iSSnhl is linked to the pathogenetic hypothesis. whatever the aetiology -vascular, viral, autoimmune, or metabolicthe final event triggering cochlear damage is always the same: hypoxia. Accumulation of Co 2 leads to anaerobic glycolysis, acidosis, tissue oedema, a further reduction of blood flow and ultimately to increasingly serious oxygen debt, with evident consequences on homeostasis of inner and outer hair cells and labyrinthine fluids. Furthermore, hBoT has been shown to provide a significant additional effect when used in combination with a steroid therapy for iSSnhl 9 . To improve hearing outcomes in patients affected by iSSnhl, the present study proposed an increase in the frequency of hBoT sessions per day, as in the treatment of some other pathologies (crush syndrome, soft tissue infections, burns, etc.). regardless of the severity of the hearing loss, the results obtained show that patients with severe or profound hearing loss respond similarly to both protocols of iTS injection associated with one or two hBoT sessions per day. Considering the two protocols individually, both demonstrated the efficacy of the treatment for iSSnhl. The percentages of recovery and the values of PTA do not show any different effects with one session of hBoT per day or two, in combination with iTS. Possible complications during hBoT include barotraumatic lesions (middle ear, nasal sinuses, inner ear, lung, teeth), oxygen toxicity (central nervous system, lung), confinement anxiety and ocular effects (myopia, cataract growth) 18 . There are also some potential disadvantages to iTS such as otitis media, transient vertigo, otomycosis, perforations of tympanic membrane, myringitis 19 and pneumolabyrinth 20 . in our study, no patient experienced these side effects. Since there were no significant differences in hearing outcomes between the two regimens, the present study demonstrates that a protocol of two sessions of hBoT per day is a valid treatment and equally effective as the one hBoT session per day, with a shorter duration, and that it may also be less stressful and more acceptable for the patient. The protocol of two hBoT sessions per day could be more flexible and adaptable to the needs of patients. 
